A new scalarane sesterterpenoid, hippospongide C (1), along with four previously reported known scalarane-type sesterterpenes (2-5), were isolated from a sponge Hippospongia sp. The structure of 1 was elucidated on the basis of its spectroscopic data and comparison of its NMR data with those of known analogues. The cytotoxicity of 1-5 against DLD-1, HCT-116, T-47D and K562 cell lines was evaluated. The results showed that compound 4 exhibited potent activity against DLD-1, HCT-116 and T-47D cell lines with IC 50 values of 1.3-2.0 µg/mL. Furthermore, metabolites 1-5 were also found to exhibit significant cytotoxicity towards the K562 cell line with IC 50 values of 0.01-2.9 µg/mL.
Our previous chemical investigation of a sponge, Hippospongia sp., had led to the isolation of eight scalarane-type sesterterpenes [1] . In this paper, we further report the isolation of one new scalarane sesterterpenoid, hippospongide C (1), and four known compounds, 12-deacetyl-12-epi-scalaradial (2) [2, 3] , 12-epi-scalaradial (3) [2] [3] [4] , 12-deacetyl-12,18-diepi-scalaradial (4) [2, 5] and 12,18-diepiscalaradial (5) [2, 4] (Figure 1 ). The cytotoxicity was evaluated of metabolites 1-5 against human colon adenocarcinoma (DLD-1 and HCT-116), hormone-dependent breast cancer (T-47D) and human chronic myelogenous leukemia (K562) cell lines. The new metabolite, hippospongide C (1), had a molecular formula of C 27 H 40 O 5 (M = 444), as determined by HRESIMS and NMR spectroscopic data. The IR spectrum of 1 showed an absorption band at 3428 cm −1 , suggesting the presence of a hydroxy group. Inspection of the 13 C NMR and DEPT spectroscopic data ( The relative stereochemistries of all stereocenters except C-19 of 1 were confirmed to be the same as those of 2 and 3 by comparison of the carbon and proton chemical shifts and coupling constants. Furthermore, the relative stereochemistry of 1 was also confirmed by observed NOESY correlations (Figure 2b ). The 19-OAc group in 1 was determined by comparison of NMR data with those of hyrtiosin B, which was isolated from the sponge Hyrtios erecta [6] , as the carbon chemical shift of C-5 ( C 50.3) was found to be identical with that of hyrtiosin B (vs the 20-OAc group in hyrtiosin A). Also, the carbon shifts of C 1 -C 10 are in excellent agreement with those of hyrtiosin B. Thus, 1 should possess a 4R* configuration, the same as that of the known compound hyrtiosin B. Hence, the full structure was that shown in formula 1. Cytotoxicity testing: Cell lines were purchased from the American Type Culture Collection (ATCC). Cytotoxicity assays of compounds 1-5 were performed using the MTT colorimetric method [7, 8] .
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